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学 位 論 文 内 容 の 要 旨
StrabismusisthemisalignmentoftheeyesandcanbeclassJ-fiedascomitantwhenadeviationis
constantina"directionsofgaze.orincomitantwhenadeviationvariesindifferentdirectionsof
gaze.TheprevalenceofcomitantstrabismusinJapanisapproximately1% to2% ofthe
populationandapproximately2% to4% amongCaucasianpopulations.FamHy.twinand
populationstudiessuggestastronghereditarybackgroundforcomitantstrabismus.Todate,only
twogenome-WidelinkagestudiesofcomitantstrabismushavebeenpubJished.Thecurentstudy
wasdesignedtoIocalizechromosomaJsusceptibiJitylociforcomitantstrabismusamong
JapanesefamHiesbygenome-widelinkageanalyses.Fi托y-fiveJapanesefamilies,Withatleast
twomemberswithcomitantstrabismus,weresubjecttofulophthalmicexamination,ocular
history,andreviewofmedicalrecords.DNAwasobtainedandgenotyplngWasPe血rmedwith
PCRamplificationof400microsate"itemarkers.Parametricandnonparametriclinkage(NPL)
analysesscoreswerecalculated.LinkageanalysLSWasPedormedforthewholesetoffamilies,
andthenasecondanalystsWasPerformedfortwosubgroupswiththephenotypes,esotroplaand
exotropia.Amultipointparametricheterogeneity一ogarithmoftheodds(HLOD)scoreof3.62was
obtainedatmarkerD4S1575underadominantmodel,withaNPLscoreof2.68(P=0.001).
Testing underdiferentpenetrancesand disease a"ele frequencies revealedtwoother
susceptibilitylociat7q31･2underarec.essivemodel(HLODscoresI3･93and4･40at125･2cM
and107.28cM,respectively).AnalysLSOfthesubgroupsrevealednew susceptibilitylocifor
esotropla;Onelocusat8q24.21isworthyoffurtherinvestigation.Thisstudysuggestsmultip一e
susceptibilitylociforcomitantstrabismus.Thelociatchromosomes4q28.3and7q31.2Showa
significantevidenceoflinkage.
論 文 審 査 結 果 の 要 旨
本研究は漢 同性斜視の病因として､従来報告されていた7p22･1ではなく､
4q28.3と7q31.2の染色体座位が関連することを岡山大学斜視外来の患者
家族の連鎖解析によって解明した研究で､将来の共同性斜視の遺伝子診断
や手術適応につながる重要な知見を示し,価値ある業績であると認められ
る｡
よって,本研究者は博士 (医学)の学位を得る資格があると静める｡
